the basis for the protective activity of NF-B and identify Figure 2C ). defects in these metabolic systems contribute to the susceptibility of RelA null cells to TNF␣-induced toxicity.
Conversely, expression of other ROS modulators, including gpx-1 and -4, cytochrome P-450III, and cytoTherefore, we tested whether ablation of RelA affected changes in redox status during TNF␣ stimulation. In chrome oxidase I, as well as of thioredoxin, was unaffected by either TNF␣ or NF-B ( ties (data not shown). As expected, these events were abrogated by expression of RelA (data not shown). ReTo further verify that physiologic levels of FHC were cytoprotective, we used RNA interference (RNAi). In markably, TNF␣-induced caspase activation was also suppressed by FLAG-FHC ( Figure 4A ). In MIGR1-FHC-NIH-3T3 fibroblasts, FHC was effectively knocked down by expression of fhc-specific siRNAs, as shown by transduced relA Ϫ/Ϫ cells, procaspases and Bid remained virtually intact throughout stimulation with TNF␣, with Western blots (Figure 3E, bottom; see fhc-198 ). Silencing was specific, since these siRNAs did not affect exmodest accumulation of caspase-3 products seen only at late times. pression of ␤-actin or Lamin-A/C ( Figure 3E and data not shown). Furthermore, three different siRNA controls FHC also inhibited mitochondrial depolarizationanother key event in TNF-R-induced apoptosis (Danial had no effect on FHC levels ( Figure 3E ; see also Supplemental Figure S3 essential mechanism by which NF-B controls the JNK FHC expression effectively blocked TNF␣-induced ROS accumulation and PCD in RelA null fibroblasts (Figcascade and, ultimately, apoptosis. ures 3A, 3B, 5A, and 5B and Supplemental Figure S2A ; 
